
MEMORANDLM 
MAY 5 1555 

BRISTOL LABORATORIES A GouftaW~ 

FROM J. trdrrkr& -.--.---.__.----- -~- DATE- ----- April 10, 1955 

TO 

CC. 

4Jew Antibiotiar Sorea,pling Program - 
SUBJECT1 * . 

Hello Jorr 

Thir lo dated April 10th am! 1s ia reply te yaurr of AprL1 5. Tour ncerd war 
largely in the nature a4 comwntr 68 my own and l+avaa ra* cmt R graat deal that needs 
nnly. I em nlrd to have t&r infsnsattan aad ROOM of the rmfenncm tbt ym did 
glva ma, amd thank ym for it. Am thfr rJQn8ultatfom gser on X @t the feelfrg, and 
I rhoPrd be mwprirod if it werea’t U), that I am &attiL%& a aleam Rnd olorer under- 
rtrdlaq of whet you’re about. Of eouree the tiw will COH whom cirtanw will 
remah tha point of dlalalehln& rOturn mtci tha very facet of blink; oloa6 to your 
problase ray marwhat dlmlslrh m# oref’ulwrr but of coarse PI1 do sq beet. 1: hop 
pa woai t t&e my may eugmrtioa too reriourly. Tour dw8ription of my action 
IN D gadfly tr, X think, 11~~ appogrlrta than that af a delphie ~txrlc3r. 1 W&C 1 
little rarprioed thsrefor* that yeu potd rory rrpcrh attantlon to the aotion I 
fadbated of looMa#g for hi& groduatton of amfmmfated lnterm~d%atsr as a first steb. 
I mostlonad thlu only am, me to speak, a lo&as1 smptem~~ ~1x1 mnderstmdl~ the 
probable treha%csl barrier@. HWSWr, f’m @ila~ to wntiBUe t0 wntioa thlw8 which 
tc6 tq alnd arpgwr to be trahaiceltp impormible kcs?me it meear to mm that my fhnctian 
i8 Wt p?iLWWily thrt Of tdUk:Oaf. l Yn~UdiQl%f that iB Flbdl# yDtlS8. If 1 tO0k it 
OB q8@lf tQ d8aide beforehmd that rorncrthlxq ml or u118 wt likely tQ work f aiqht 
be depririug yeu of ideas dincrtr;3r or irrdlnttlp vhlch sight lead to smm useful 
applict?ition. In thir ymrttoa’lar ease the faot that tha leu prodwtlon of antibiotics 
meens to crrcltir th&t lsoking for thm la the first inrtaatse by any sathod other then 
their biological eetivity - wll that WWIM vary rraobnablo but X rould still keep in 
the back of my mind the BQtiQB of hew worthwhi1e it would be to hnre. some indsnrndsnt 
method Qf ioentifyiag; au& substames. 

I had a chancre mm tha usek-wd tS leak amin at &kk8emnk8 more recent Qgnr Q5 
AQtiBOqMte8 and Their Antibtotiocl and wnma of QQUT@~ greatly inpressed by the lerge 
wlrbrt of antlbiotlcrr that have already bmm desertbed. It atribes w) that ymr maia 
pr%blW lm8t be wt 80 ~~uh th8 dlroatrry af anything BW bHt the verifltmtien that 
it ia, in fad, new. I uw not wry dorply wars of what ye hnd in EM by way of 
your pun& oard ryrtrm for thr slarrifiaatiaa of your antlbiotie broth@ ?mt if ratrld 
aetm to me that you do indeed face a difftsnlt wwblos in simply a88sr8lrq the notelgf 
of anythlao; aw that doe8 con8 up. Thlr 10 0x11 of the things that i will want ta talk 
to you abwt in mater detail when w8 ms get togmther perrornlly na it 8~el8 to me 
a rather too etmpliwtod sffair to go mr nt this dirtnwe. 

A8 to the gemnrrl q?.wation of the antunl ihzwtion of &BtibiOtiee, in a vray I might 
may thet I am in agreownt with your own position on tha rrurtter tkmt it retilly is 
S&Xl Op8!3 qut@ttOB. I hme not had rncPagh tiw in the game to hsve asg foelingr fa the 
matter, au ym noo@se yoarralf the u@meatr that you pnrented are by no means 
cwnalurlrs althou& they do point in the dimation that you had intiimtsd. I have 
bsen Dmrticalsrly atrwk by the rtatswnt I'm4 amu in several placer that antibiotfcs 
trnd to be adrorbed onto the sail. If the usual method8 of tcrtinp antibiotic ecrtivity 
would mauire extraction of the antiblotim this sight fall whereas the adaorkd 



~ntibiotic8 ati eottcrfrably might flmctioa itrl sitrr andsr fmPt%hI conditfom. A8 to 
the point8 of the low iaitisal mutirity sled the sp8aific nquirrhcntr w5tIer laboratory 
conditionr me eogld rsbly rather facilely, I don’t know how cerroatly, that them 
autiona apply nrimrIXy ta laborartery afrcmmt~wws and what gala 01~ %a tha soil ai&ht 
be Ed very differrpnt matter. ft ml@& dart be to the point that the actual mmmntm af 
antibiotia rquimd for bffsotira cwpatitisn Ilb opaorra ta CQmplste unt#.&@ni~.m my b4J 
relatively roll since arntibiorlo ir br no aeanr that excfasire mcharsirrm of each 
asapt i t ion. Under uertrtin clrcmmrt~neer on6 *ven imgiaa that twar produotion of 
an antibiotic could be delrtsrioue ruider mtural. aanditicns to the orgmzlsao vhioh ir 
grotlucing it. 110 f&at, cm& cam nrgw that tbir is pro?mbly trw from the +ory feat that 
it ncyirea laborrrtory selrotive pwmdure~ to develop hi& pro&action by Aatinoatyoette. 
FM I emte point of porrible self la&ibitien on ths one hmd rcn& the aubtI2i ty of 
ecological aonditioas in the soil 08 the other, f t&i&, cm also IB uraed to emmtsr 
your finnl point that the snttbiotice of limited ruectra would be leer likely to bs 
uwfhl to the httibonryartar. Be ~33 thrat to it imy, thit ir ob*iously CL rsthet mbhle 
snert i5rr. It my not have w.unifont sm~e?, that it to say, ms@ antibiotics “wty ba of 
sowa use to the orggmilw \USbef n8tnm.l +xm8ltioas! and athor nat. A* to whether thsy 
are the blocked intarsmdi~tar of norm1 mmtabolitsr hawvrer 1 m rather mare nkeptical. 
I have bests fer a fongr time (L very firm follower of the gvmrs,l notionr of ccmpamtire 
blocbemistry to the effeut tht one 18 very sunlikely to find ilpsrtant metnbaPIta8 
which will be anlcpw for ary mingle elrala of ~re(9aisam. If, for eximpl;b, rtrei2tamycin 
were MI int~rmsdinte in tkt ryathrrir of A dpnarnlly iuqmrtnnt metabalita 1 wuold imqina 
that It vould ham been piebd up before NW ia mm ampletrly tuiqga clam of 
or~aimma aml 8s fnr rr* I kwu, for exl~mp1*, 1 thiak perricillin hm not been pick*6 PW 
e.s a product of 5ctiaoqcete motrboli~a md aotmrsaly for strsptomycia nnd the m&de. 

Thor -In thing th?rt deer ccmcern at 08 the tiewpolntr thRt matibiotics WC blacOred 
int~rmesiistas of generbally iagertsnt aetabelites is them day NW Actinostyattaa Rmmm*ltly 
EQ uniqudy taprtnmt (II potentiF sotuvse of nav mtibiotice? They were s*lred upen ia 
thfl first W1111C6, I imagine, bmauw of thrir promlaner ia roil and mare Ilk~ly perbps 
because they htrppea to W&C. I w8ad81, bwe#r* if your ouin !h!Btik8t is the quertiaa 
of finding nistaridr that mw nsu and antriad vhy y& JonIt lrnra the mtibioticn 
altogether and ip to screeoiag other kind@ of soil ctrgmilrm8. This wula be the *oh 
likely method of aiekisg trp mterirlr that hme hitherto been i@xored on the OIM ~MCI 
ma on the other your hygatharir of the mtura of antiblotiur ‘LCRB~S nothiaK xanirpely 
fkvornblt for tht Actinomycatee ae potailtial rouroar of thra, From the point of view 
of s7awtBtory zaasni~ulqtioa , CW@Pt16lW such a% yeast or bacterfn woald be far -ore 
convealdnt ; thew reU3a a180 b@ a YVkther rnor% UO&ent posleibility Of det~silad JB!?Mt!.C 
am?pelr md auntrol of the results. The auertlon my be hm deeply you rire cowiacsd 
of thlr hp~theais of the nattars of the natibioticr ant of caurae in @II in$lnatrtml 
0vrRtian It ia sot neceae*ry to commit sfl of 982’fi invtstarent to a cinqfe thmretical 
? lne of ~~r*lmsch. f aa facl th* more strongly the lorwpr I think of Ilt hantar thnt the 



To: J. T&la -30 NW Aatlblotlcs Scm~nlxQg Fragrrm - 
Conrultantrhi~ Arraqgwwat 



Tax J. Lsln -4. Bew latibiatlet Scteoaing Frogram - 
Co~au~t8ntship Arwsleut 

l”iarlIy, to amvur s ampIe af &. tbureviteb~o tgisrtloarr, I hepa la tha firrt plasr 
that ha harn’t l rprctsd awarm of reysliw platin# for h+xtimib~uter than it can furnlth 
far uplx othbr erQ;ISELie@I* Qf eourH* vh%a thu wlwt 18 ptuawd duwa on a colemy ef 
a4 brind of srgwiim it pi&m ap not ju8t II riagla palat irrpnsrion. batt a rvrll area 
*sd dupadin(5 ea oituunataacrr arad the ergrurisw atnd emditlonr etc. tburr 1~ &mad to 
bu a curtain ammnt of spnadlng ef the ggvbwtb froa thm iaitlal xise. Pfiat rnsamm that 
~88 with bretrrfa it fr nr@oraarJ’ to limit th8 tota pupulntida oa tbu plrte tsr 
memuthing ef the order of I.06 er 2W osloniea if the aolonist crrr godewtely m&l 
mad to ride with Iera tba thatt if thry do rsot dm+aIo$ to P very Iw(kr rizs. Plith 
the hctitwmyoatsr, hmfewr, wl) hrrrrs had DO troobla for I torag period 6f time with 
tuplica platin& nnd mpwalatiag: as~laoiam far the pwpmm of obtaining IAPratzwphis 
matmtr and 1 ema hmrdIy think of my rita%tiea whams ihllaaardm wo?%ld ba @me rigorous 
tktna wimt. The Btaia tbi&g I c~sl mqgemt 1s to drm par npliclaa ,se WULL 9s sll pur 
croloniem an the plate hero begum to sparalrte mad in that way they &:o nut et teas 
lsrge, rot to pnrr toa hard with the telwt siaos oaly I very li@at coatmsrot la *If 
t&t is nwomsnrp aad @f&e wara the p’latrr an Ired+rate’lly dry whsa the tmnrfewr awe 
f%iRd*. I will nl~ take the screm~ioa to biwmer e titt1.e mare tIosely thu mle uf F&V 
as a wetabelltr aand am aa artti-meWbo1itm. The fer8w ir, sf co’pfmr(t, wry ~11 
rreo&prd snd the Irttur hnm bera rathur ebsm: 1t in aat %t this muaeat clbnrly 
kmw what the anti-riekebtrirl fknatioa of PAV ia bam4 ugoa, I caQ*t h+lp bat feel 
kmvrvw thrat thim ir AXL rrttar ooineictcancr that thu two fuactiens hare nothing ta do 
with one another. ?srhapm thu rtmngest gommibility that I m nwwc of for the snti- 
riaksttrial function 4Bf ?Af ir that it rtusctiont RI an srlnpmirt of tnnothar vitamin 
that &wnia &brim ham pieked apI rmmly, bydraxybentoic acid. kt leert I ;isrrow th82t he 
helm mdo that oagpstlon and Sla net wall aaeq& aware of the cucrmnt litsmtrrrs to krmv 
whether it haa fomnd dr butter or womo baalr eiwe he first w&e it. 

Well, Joe, 1‘11 bu tgulte na&y to got down te bmar tack6 OF to m&e sny kind uf 
ditCUmriOa thet F va!f?&k! lib to do. I rmslirm that thiqgr w gst to be a little 
di#riqranirrrd md will prabnbly get BMWI m if w go OR to persoanzl dismsr;ion. f how 
not to be brla?mring asay pwtlmlsr wiat too oftma ofnom ay fwtion here In to Bern 
ym rathm thmn to cenvlac~ roa of thu cwrmatnamm aJ any cana'tumion t&t I my hawe come 
to aad I mmt to br mnrm that I do thm ferwemt aast effaetirely. Yh*t I wilf do, I 
thlalr, la collect the vprrictpu red odd not isne that prhenr hare sot been dissobvsd 
ovm a period sf sr+erol montha at s tiau rnd cerb~m uvery 4, 4 or 6 maths 1’11 
nropara a fnrh rammo in ortut that you will haw thaws imwas rwlily %t your diryoral 
te act upen %(I yuu HS fit. x m~gspnaiatr thnt there mu ascuswrrily diff*reacu* in 
11s~ of attien in ymr sat-up as aoagnm8 to Prhat wa would de lu II labomtory like our 
own ati I’m not ml1 m&m@ acqumintud vith lkuw mu cm run things to bs lrrb?a to inter- 
'130~ ay mm QPtdilZ+maat on what yma aught to do. At yuta mggert, hcwwr, my fuaetian 
will be to reaind ycm of the thiw tlrmt ought to be thea@ about. f hape yuu zmvar 
thewht thmt e conmultaatrhiyr uc+t%ld EBWM% that yw w&d hwe ~OENOIM *Iso de yeur 
thiakimg for you. X thiak pan ar* -lag to find ths mntrmy: you’re jttst golag to 
bu fnaed wfth 90 nrsla~l mm-o probZmi~ t*rm ;lr)u bad hfwe beemare y@ur conmltmtcr 
nuvur 60 into adri~g becimioam for yea aad his adtlae la Bcrpgd to be of r;r mthw 
oblique nature md ar pott nugguat ocsrhapr bin min fuwtioa ia to help keep XCJU on the 
ball which weans thd CBtsch abr+ vork en yoxw F&t. Well I hoper I *WEL’ t kava to raakc~ 
too skn,y aOr* phflamqhianl *etiiffccctionr flls w 603 cm. Movcrer, bclrr1zb.g thssa 
ralther iafmtruant carsam@ whtah I will sake se v Wmtrsniiing of the tftmtion &welona, 
I*r -in@ to lsaw it url to you to twkdn the iaitintlvrb ac to which m rtlculw toTice 
wa &qht to ~xplsm ia lnrrqy det&fl+ am tfawr gwrn oa. Obviously we eoa?d wry readi’ly 
~0 all 6wr the “atap aad w bve to hrrra @mm aert of rhpe and direetian to the rteq 
rhiuh I%t going to lmlslve for you to do rrratil pcrrr ~lvm EM the cuern am to Just rchRt thiaghr 




